Summary
The present document refers to the project GP/EFSA/NUTRI/2014/01 "Scientific substantiation of health claims made on food: collection, collation and critical analysis of information in relation to claimed effects, outcome variables and methods of measurement". The project took into consideration the claimed effects proposed by Applicants in the context of: 1) applications for authorisation of health claims under Articles 13.5 and 14 for which a Scientific Opinion has been published; 2) guidance documents on the scientific requirements for health claims; 3) comments received during public consultations and related to the specific guidance documents on scientific requirements for health claims. The project was performed in 3 blocks, each including 2 categories of claims:
Block 1: 1a) Protection against oxidative damage and cardiovascular health and; 1b) Post-prandial blood glucose responses/blood glucose control, weight management; Block 2: 2a) Bone, joints, oral and skin health and; 2b) Neurological and psychological functions; Block 3: 3a) Gut and immune function and; 3b) Physical performance. An additional Block, "Miscellaneous", was added and refers to all the claimed effects, outcome variables and methods of measurement that did not fall in any of the other blocks. EFSA Scientific Opinions, guidance documents and comments received during public consultation were used to select the outcome variables and the methods of measurement that were evaluated by the Experts on the basis of an extensive research of the scientific literature. Purposely developed databases were used by the Experts to perform a critical analysis of the outcome variables and their methods of measurement. For each outcome and method, a detailed description of the literature with relevant references was provided. The analysis of methods also systematically applied the criteria proposed by Fitzpatrick et al. (1998) , Atkinson et al. (2001) and Weir & Walley (2006) . During the 24 months of duration of the project, the drafts of 3 Interim Reports (1 for each block) and a Final Report were delivered. Six meetings were scheduled during this period.
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The present document has been produced and adopted by the bodies identified above as author. In accordance with Article 36 of Regulation (EC) No 178/2002, this task has been carried out exclusively by the author(s) in the context of a grant agreement between the European Food Safety Authority and the author. The present document is published complying with the transparency principle to which the Authority is subject. It cannot be considered as an output adopted by the Authority. The European Food Safety Authority reserves its rights, view and position as regards the issues addressed and the conclusions reached in the present document, without prejudice to the rights of the author. Grant number: GP/EFSA/NUTRI/2014/01-GA1
The present document (Final Protocol) refers to the project GP/EFSA/NUTRI/2014/01 "Scientific substantiation of health claims made on food: collection, collation and critical analysis of information in relation to claimed effects, outcome variables and methods of measurement". The aim of this document is to describe the procedure and the methodology used to retrieve and analyse the outcome variables and their methods of measurement, besides giving information about the scheduled meetings and reports that were delivered.
Data and Methodologies

Data
The project refers to the claimed effects proposed by Applicants in the context of:
1) applications for authorisation of health claims under Articles 13.5 and 14 for which a Scientific Opinion has been published;
2) guidance documents on the scientific requirements for health claims;
3) comments received during public consultation and related to the specific guidance documents on scientific requirements for health claims.
Methodologies
The project work was performed in 3 blocks, each including 2 categories of claims ( Figure 1 ):
Block 1: 1a) Protection against oxidative damage and cardiovascular health and; 1b) Post-prandial blood glucose responses/blood glucose control, weight management; Block 2: 2a) Bone, joints, oral and skin health and; 2b) Neurological and psychological functions; Block 3: 3a) Gut and immune function and; 3b) Physical performance.
An additional Block, called "Miscellaneous" was added and refers to all the claimed effects, outcome variables and methods of measurement that did not fall in any of the other blocks.
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The outcome variables and their methods of measurements were evaluated only if the claimed effect has been sufficiently defined and has been considered beneficial by the NDA panel (Figure 2 ).
Figure 2 -Procedure to evaluate the outcome variables and their methods of measurement
If the outcome variable was considered appropriated by the NDA panel, a description of the available methods to measure the outcome variable was provided. If the outcome variable was not considered appropriate by the NDA panel because of the outcome variable itself, no evaluation of methods of measurement was performed. Lastly, if the outcome variable was not considered appropriated by the NDA panel because of the method(s) of measurement, a detailed description of the potentially available methods to measure the outcome variable was provided.
The collection, collation and critical analysis of the scientific literature relevant to the 3 blocks consisted of 3 main steps:
1) Definition of the keywords: Scientific Opinions, guidance documents and comments were obtained from the EFSA website (http://www.efsa.europa.eu/en/publications.htm). These documents were used to define lists of outcomes variables and methods of measurements, which were used for the search of the scientific literature.
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database was used to identify the pertinent scientific references for each outcome variable and its methods of measurement. Only two pre-specified filters were used: MeSH = Humans and MeSH = English Abstract. Other filters were specifically defined after consulting the Experts. The PubMed search was converted into a FileMaker database, which runs on Microsoft Windows ≥ XP and Mac OS X ≥ 10.6 and was made available to the Experts.
The database included the following fields:
implemented by the database as container field where PDF or other files can be collated)
3) Critical analysis of the outcome variables and their methods of measurements: Using the databases created during step 2, the experts performed the assessment of the outcome variables and their methods of measurements.
The outcome variables were described in detail under the following headings:
 Outcome -the name of the outcome variable  Description -a short description of the outcome variable  Data collection -a short description of the search strategy  Review -a detailed review of the outcome variable, including references  References -a container field where PDF or other files can be linked to  Comments (if needed) -special comments on the outcome variable  Link to the database of references -slight differences between the number of references reported in Data collection and the number retrieved through the link may be due to delay in paper uploading in the PubMed database.
The methods of measurements were described in detail considering the following headings:
 Method -the name of the method  Description -a short description of the method  Review -a detailed review of the method, including references  References -a container field where PDF or other files can be linked to  Comments -special comments on the method  Appropriateness (yes/no/not applicable) (Fitzpatrick et al., 1998)  Reliability (yes/no/not applicable) (Fitzpatrick et al., 1998)  Validity (yes/no/not applicable) (Fitzpatrick et al., 1998)  Responsiveness (yes/no/not applicable) (Fitzpatrick et al., 1998)  Precision (yes/no/not applicable) (Fitzpatrick et al., 1998)  Interpretability (yes/no/not applicable) (Fitzpatrick et al., 1998)  Acceptability (yes/no/not applicable) (Fitzpatrick et al., 1998)  Feasibility (yes/no/not applicable) (Fitzpatrick et al., 1998) www.efsa.europa.eu/publications 11 EFSA Supporting publication 2018:EN-1272
